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Higher-linear energy transfer (LET) 
versus low-LET .beta, emitters in 
radioimmunotherapy of solid tumors: therapeutic 
efficacy and dose-limiting toxicity of 213Bi- 
versus 90Y- labeled C017-1A fab' fragments in a 
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Journal 
English 

Recent studies suggest that radioimmunotherapy (RIT) with 
high-linear energy transfer (LET) radiation may have therapeutic 
advantages over conventional low-LET (e.g., .beta.-) emissions. 
Furthermore, fragments may be more effective in controlling tumor 
growth than complete IgG, However, to the best of our knowledge, no 
investigators have attempted a direct comparison of the therapeutic 
efficacy and toxicity of a systemic targeted therapeutic strategy., 
using high-LET .alpha, vs. low-LET .beta, emitters in vivo. The aim 
of this study was, therefore, to assess the toxicity and antitumor 
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efficacy of RIT with the .alpha, emitter 213Bi/213Po, as compared to 
the .beta, emitter 90 Y, linked to a monovalent Fab* fragment in a 
human colonic cancer xenograft model in nude mice. Biodistribution 
studies of 213Bi- or 88Y-labeled benzyl -diethylene- triamine- 
pentaacetate-conjugated Fab* fragments of the murine monoclonal 
antibody C017-1A were performed in nude mice bearing s.c. human 
colon cancer xenografts. 213Bi was readily obtained from an 
"inhouse" 225Ac/213Bi generator. It decays by .beta.- and 440-keV 
.gamma, emission, with a tl/2 of 45.6 min, as compared to the 
ultra-short-lived .alpha, emitter, 213Po (tl/2 = 4.2 .mu.s). For 
therapy, the mice were injected either with 213Bi- or 90Y-labeled 
C017-1A Fab', whereas control groups were left untreated or were 
given a radiolabeled irrelevant control antibody. The max. 
tolerated dose (MTD) of each agent was detd. The mice were treated 
with or without inhibition of the renal accretion of 
antibody fragments by D-lysine, bone marrow 

transplantation, or combinations thereof. Myelotoxicity and 
potential second-organ toxicities, as well as tumor growth, were 
monitored at weekly intervals. Addnl . , the therapeutic efficacy of 
both 213Bi- and 90Y-labeled C017-1A Fab' was compared in a GW-39 
model metastatic to the liver of nude mice. In accordance with 
kidney uptake values of as high as .gtoreq.80% of the 
injected dose per g, the kidney was the first 
dose-limiting organ using both 90Y- and 213Bi-labeled Fab' 
fragments. Application of D-lysine decreased 
the renal dose by >3-fold. Accordingly, myelotoxicity 
became dose limiting with both conjugates. By using lysine 
protection, the MTD of 90Y-Fab' was 250 .mu.Ci and the MTD of 
213Bi-Fab' was 700 .mu.Ci, corresponding to blood doses of 5-8 Gy. 
Addnl. bone marrow transplantation allowed for an increase of the 
MTD of 90Y-Fab' to 400 .mu.Ci and for 213Bi-Fab' to 1100 .mu.Ci, 
resp. At these very dose levels, no biochem. or histol . evidence of 
renal damage was obsd. (kidney doses of <3 5 Gy) . 

At equitoxic dosing, 2 13Bi -labeled Fab' fragments were significantly 
more effective than the resp. 90Y-labeled conjugates. In the 
metastatic model, all untreated controls died from rapidly 
progressing hepatic metastases at 6-8 wk after tumor inoculation, 
whereas a histol. confirmed cure was obsd. in 95% of those animals 
treated with 700 .mu.Ci of 213Bi-Fab' 10 days after model induction, 
which is in contrast to an only 20% cure rate in mice treated with 
250 .mu.Ci of 90Y-Fab'. These data show that RIT with .alpha, 
emitters may be therapeutically more effective than conventional 
.beta, emitters. Surprisingly, max. tolerated blood doses were, at 
5-8 Gy, very similar between high-LET .alpha, and low-LET .beta, 
emitters. Due to its short phys . half -life, 213Bi appears to be 
esp. suitable for use in conjunction with fast-clearing fragments. 
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TITLE: 90Y dosimetry in the nude mouse: evaluation of 

three dosimetry models in relation to the 
observed biological effects in the 
radio immunotherapy of human colon cancer 
xenografts 

AUTHOR (S) : Behr, T. M. ; Sgouros, G.; Sharkey, R. 

M.; Dunn, R. M.; Blumenthal, R. D. ; Kolbert, K. 
Juweid, M. E.; Siegel, J. A.; Goldenberg, 
D. M* 

CORPORATE SOURCE: Garden State Cancer Center at the Center for 

Molecular Medicine and Immunology, Newark, NJ, 
07103, USA 

SOURCE: Int. Radiopharm. Dosim. Symp., Proc . Conf . , 6th 

(1999), Volume 1, 257-271. Editor(s): 
Schlafke-Stelson, Audrey T.; Stabin, Michael G. 
Sparks, Richard B. National Technical 
Information Service: Springfield, Va. 
CODEN: 68TXAO 

DOCUMENT TYPE: Conference 

LANGUAGE : Eng 1 i s h 

AB Due to the long path length of high-energy .beta . -emitters , 

cross -organ radiation may become an important issue in small animal 
models. The aim of this study, therefore, was to evaluate three 
different dosimetry models in relation to obsd. biol. effects in 
radioimmunotherapy (RAIT) with 90 Y- labeled immunoconjugates (IgG, 
F(ab)2 and Fab) in nude mice. The max. tolerated dose (MTD) of the 
90Y-labeled anti-CEA MAb MN-14 (Fab, F(ab)2, and IgG), as well as 
the dose-limiting organ toxicities were detd. in GW-39 colon cancer 
xenografted nude mice (s.c. or metastatic). The mice were treated 
without artificial support, with inhibition of the renal 
uptake of antibody fragments by D-lysine (1,2), 

with bone marrow transplantation (BMT) , or with combinations of 
each. Blood counts, kidney and liver function parameters, 
histol., and tumor growth were monitored. The 90Y dosimetry was 
calcd. based on three different model assumptions: 1) taking only 
self-doses into account, using S factors for spheres (3); 2) 
correcting for cross -organ irradn. according to the model of Hui et 
al. (4); and 3) using actual mouse anatomy as represented by 
magnetic resonance imaging (MRI) with a three-dimensional internal 
dosimetry package (3D-ID) developed by Sgouros et al. (5). 
Self -doses of Model 1 were not sufficient to describe the obsd. 
biol. effects, esp. near organs with a high activity accretion. 
With Fab, rising liver enzymes were obsd. at injected activities 
.gtoreq. 12 MBq, not explained by a self -dose of 4.3 Gy. Model 2 
shows crossfire from the kidneys, resulting in an av. 
liver dose of 2.45 Gy/MBq. With F(ab)2 fragments, only the 
combination of BMT and lysine increased the MTD, explained by 
cross -organ radiation from the kidneys to the red marrow 
of the lumbar spine, described only by Model 3 (marrow self -dose 
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.Itoreq. 5 Gy, crossfire up to 0.8 Gy/MBq) . Antitumor effects 
correlated well with calcd. doses. These data show that for 
understanding the biol . effects of 90Y in a mouse model, accounting 
for cross -organ irradn. is mandatory. The best correlation between 
biol. effects and the dosimetry was obtained by the third, 
MRI -anatomy-based model, which also allows the description of 
crossfire from abdominal organs to the red marrow. 
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Sharkey, Robert M.; Blumenthal, Rosalyn D.; 

Dunn, Robert M.; Gratz, Stefan; Wieland, 

Eberhard; Nebendahl, Klaus; Schmidberger, Heinz; 
Goldenberg, David M. ; Becker, Wolfgang 
CORPORATE SOURCE: Department of Nuclear Medicine, 

Georg- August -University, Gottingen, Germany 
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PUBLISHER: Wiley-Liss, Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB Whereas bivalent fragments have been widely used for 

radio- immunotherapy, no systematic study has been published on the 
therapeutic performance of monovalent conjugates in vivo. The aim 
of our study was, therefore, to det. the therapeutic performance of 
1311-labeled Fab as compared to bivalent conjugates and to analyze 
factors that influence dose-limiting organ toxicity and anti-tumor 
efficacy. The max. tolerated doses (MTDs) and dose-limiting organ 
toxicities of the 1311-labeled anti-CEA antibody MN-14 [IgG, F(ab»)2 
and Fab] were detd. in nude mice bearing s.c. human colon cancer 
xenografts. Mice were treated with or without bone marrow 
transplantation (BMT) or inhibition of the renal accretion 
of antibody fragments by D- lysine or 

combinations thereof. Toxicity and tumor growth were monitored. 
Radiation dosimetry was calcd. from biodistribution data. With all 
3 1311-labeled immunoconjugates [IgG, F(ab*)2 and Fab], the red 
marrow was the only dose-limiting organ; MTDs were 260 .mu.Ci for 
IgG, 1,200 .mu.Ci for F{ab')2 and 3 .mu.Ci for Fab, corresponding to 
blood doses of 17 Gy, 9 Gy and 4 Gy, resp. However, initial dose 
rates were 10 times higher with Fab as compared to IgG and 3 times 
higher as compared to F(ab')2. The MTD of all 3 immunoconjugates 
was increased by BMT by approx. 30%. In accordance with 
renal doses below 10 Gy, no signs of nephrotoxicity were 
obsd. Despite lower absorbed tumor doses, at equi toxic dosing. Fab 
fragments were more effective at controlling tumor growth than the 
resp. bivalent fragment or IgG, probably due to higher intratumoral 
dose rates. Our data indicate that the improved anti-tumor 
effectiveness of antibody fragments as compared to IgG and the 
higher myelotoxicity at comparably lower red marrow doses are most 
likely due to the higher initial dose rates obsd. with antibody 
fragments . 
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AUTHOR (S) : Govindan, Serengulam V.; Shih, Lisa B.; 

Goldenberg, David M. ; Sharkey, Robert 
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AB 90Yttrium- labeled monoclonal antibodies (mAbs) are likely to be 

important to radio immunotherapy (RAIT) of a variety of cancers . The 
goal of this study was to select and evaluate a form of [90Y]mAb 
suitable for RAIT and det. conditions for high-yield, reproducible 
radiolabelings . 90Y-Labelings, at 2-40 mCi levels, of cdr-grafted 
versions of anti-B-cell lymphoma (hLL2) and anti-CEA (hIMMU-14) mAbs 
were optimized to >90% incorporations using the macrocyclic chelator 
DOTA as the metal carrier. In in vitro challenge assays, the 
stability of mAbs labeled with [90Y]DOTA was better than that of the 
corresponding [90Y] benzyl -DTPA conjugates. The retention of 
[90Y]DOTA-hLL2 on Raji tumor cells in vitro was similar to that of 
the same mAb labeled with [ 9 OY] benzyl -DTPA and was about twice as 
much as with [1251] hLL2, indicating residualization of metalated 
mAb. Both [90Y]hLL2 conjugates, prepd. using DOTA and Bz-DTPA, had 
similar max. tolerated doses of 125 .mu.Ci in BALB/c mice and showed 
no discernible chelator-induced immune responses. Animal 
biodistribution studies in nude mice bearing Ramos human B-cell 
lymphoma xenografts revealed similar tumor and tissue uptake over a 
10 day period, with the exception of bone uptake which was up to 50% 
lower for [SSY] D0TA-hLL2 compared to [88Y] Bz-DTPA-hLL2 at time 
points beyond 24 h. With [90Y] D0TA-hLL2 fragments, in vivo animal 
tumor dosimetries were inferior to those for the IgG, and 
kidney uptake was relatively high even with D- 
lysine administration. The ability of [lllln] D0TA-hLL2 to 
accurately predict [90Y] D0TA-hLL2 biodistribution was established. 
These preclin. findings demonstrate that [90Y] DOTA- (CDR-graf ted) 
mAbs are suitable for examn. in clin. RAIT. 
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L.; Siegel, Jeffry A.; Becker, Wolfgang S.; 
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Molecular Medicine and Inununology, Belleville, 
NJ, 07109, USA 
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DOCUMENT TYPE: Journal 
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AB Elevated renal uptake and extended retention of 

radiolabeled antibody fragments and peptides is a problem in the 
therapeutic application of such agents. However, cationic amino 
acids have been shown to reduce renal accretion. The aims 
of the current study were to evaluate whether this methodol . would 
benefit therapy with yttrium 90 (90Y) -labeled antibody fragments 
(Fab, F(ab)2), to establish the relationship between radiation 
dosimetry and obsd. biol. effects, and to compare the antitumor 
efficacy of antibody fragments with that of whole Ig (Ig)G. The 
max. tolerated dose (MTD) and the dose-limiting organ toxicity of 
90Y-labeled ant i- care inoembryonic antigen (CEA) MN-14 monoclonal 
antibodies (Fab, F(ab)2, and IgG) were detd. in nude mice bearing 
GW-39 human colon carcinoma xenografts. The mice were treated with 
or without kidney protection by administration of 
D- lysine, with or without bone marrow 

transplantation (BMT) , or with combinations of each. Toxicity and 
tumor growth were monitored at weekly intervals after 
radio immunotherapy. Dosimetry was calcd. from bio-distribution 
studies using 88Y- labeled antibody. Three different dosimetric 
models were examd. : 1) taking solely self -to- self doses into 
account, using S factors for 90Y in spheroids from 0.1 to 1 g; 2) 
correcting for cross -organ radiation; and 3) using actual mouse 
anatomy as represented by NMR imaging with a three-dimensional 
internal dosimetry package (3D-ID) . The kidney was the 
first dose limiting organ with the use of Fab fragments. Acute 
radiation nephritis occurred at injected activities .gtoreq.325 
.mu.Ci, and chronic nephrosis at doses .gtoreq.250 .mu.Ci. 
Activities of 200 .mu.Ci were tolerated by 100% of the animals 
(i.e., the MTD). Application of lysine decreased the renal 
dose by approx. fivefold, facilitating a 25% increase in the MTD (to 
250 .mu.Ci) , because myelotoxicity became dose-limiting despite red 
marrow doses of less than 5 Gy (Gy) . By using BMT and lysine, the 
MTD could be doubled from 200 to 400 .mu.Ci, where no biochem. or 
histol. evidence of renal damage was obsd. (kidney 
dose, .ltoreq.40 Gy) . With injected activities of .gtoreq. 
32 5. mu.Ci without kidney protection, and with a hepatic 
self -to-self dose of only 4 Gy, rising liver enzymes were obsd. , 
which could be explained only by cross -organ radiation from 
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radioactivity in the kidneys (in the immediate 
neighborhood of the right kidney up to .gtoreq. 150 Gy) . 
The MTD of F(ab)2 fragments could be elevated only by a combination 
of BMT and lysine. With IgG, the bone marrow alone was 
dose-limiting. Tumor dosimetry correlated well with antitumor 
effects; Fab was more effective than F(ab)2, which was consistent 
with its more favorable dosimetry, and it may also be more effective 
than IgG due to its higher dose rate and more homogenous 
distribution. Dosimetry Model 1 was insufficient for predicting 
biol. effects. Model 2 seemed to be more accurate, accounting for 
interorgan crossfire. However, Model 3 showed an addnl. substantial 
contribution to the red bone marrow dose due to crossfire from the 
abdominal organs. These data show that radiation nephrotoxicity is 
an important effect of cancer therapy with radiometal- conjugated 
antibody fragments or peptides. However, this effect can be 
overcome successfully with the application of cationic amino acids, 
which substantially increase the anti -tumor efficacy of 
radiometal -labeled immunoconjugates . For understanding the biol. 
effects {e.g., liver toxicity) of 90Y in a mouse model, accounting 
for cross-organ radiation is essential. Further studies with 
radiometal conjugated monoclonal antibody fragments and peptides are 
necessary to det. the MTD, dose -limiting organs, antitumor 
effectiveness, and nephroprotective effects of cationic amino acids 
in humans. 
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PRIORITY APPLN. INFO.: US 1995-407899 19950321 

WO 1996-US3308 19960320 
AB Kidney uptake of antibody fragment conjugates in patients 
undergoing radioimmunodiagnosis, immunotherapy, or 
radioimmunotherapy is reduced by administration of the patient of 
one or more compds . selected from the group consisting of lysine 
and/or poly lysine, pharmaceutically acceptable salts or carboxyl 
derivs. thereof. Human patients undergoing radioimmunodetection 
with 99mTc-labeled Fab' fragments of two ant i- care inoembryonic 
antigen antibodies were infused over a 3-h period with a com. amino 
acid soln. contg. 1.75 g L-lysine. A decrease 
of kidney uptake of radiolabeled fragments was obsd., the 
effect being more pronounced at 24 h than at 4 h post injection. 
However, poly (L-lysine) with a mol . wt. of 1-4 
kDa reduced kidney uptake with a single i.p. injection at 
lower doses than the monomer. The potency of poly(L- 
lysine) increased with increasing mol. wt. 
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AB The renal uptake of radiolabeled antibody fragments and 

peptides presents a problem in radioimmunodetection and therapy, 
compromising lesion sensitivity, esp. with intracellularly-retained 
isotopes. Previously, we showed that cationic amino acids and their 
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derivs. are capable of significantly reducing kidn y 

uptake in animals. We report our initial clin. results of 

successful renal uptake redn. in five patients who 

underwent cancer radioimmunodetection with 99mTc-anti-CEA Fab* 

fragments. The patients were infused with two liters of a 

com. -available nutritive amino acid soln. (contg. approx. 2.25 g/ 

L lysine-glutamate and 2.50 g/L arginine) , whereas 

75 control patients received the same vol. of saline (quantification 
of organ and tumor kinetics from conjugate whole -body views by ROI 
technique) . The renal uptake in the amino acid group was 
significantly lower (p < 0.05) than in the control group (11.1% 
injected dose vs. 17.7% injected dose at 24 h postinjection) , 
whereas the uptake of all other organs remained unaffected. Gel 
filtration chromatog. of the urine taken from amino-acid-treated 
patients showed that a significantly higher amt. of excreted 
activity was bound to intact Fab' (53% of excreted activity) in 
contrast to only less than 10% in the control group. The 
renal uptake of monoclonal antibody fragments in patients 
can be reduced significantly by amino acid infusion, even at 
considerably lower doses than those that were safe and effective in 
animals. As was found in animals, the mechanism seems to rely on an 
inhibition of the re-absorption of tubularly-filtered proteins by 
the proximal tubule cells. These results encourage further clin. 
trials to lower the renal uptake experienced in 

radioimmunodetection, as well as in therapeutic trials with antibody 
fragments and peptides. 
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radioimmunotherapy, especially with intracellular retained 
radiometals . The aim of this study was to develop suitable methods 
to reduce this kidney uptake. BALB/c mice or nude mice 
bearing the human GW-39 colon carcinoma xenograft were given i.p. 
injections of basic amino acids or a range of different basic amino 
acid derivatives, amino sugars, as well as cationic peptides. The 
effect of these agents on the biodistribution of Fab* and F{ab')2 
fragments of different mAbs radiolabeled with 99mTc, 188Re, lllln, 
88Y, or 1251 was studied. Tumor and organ uptake was determined and 
compared to untreated mice. The kidney uptake of Fab' 
fragments was reduced 5 -6 -fold in a dose -dependent manner as 
compared to untreated controls. The uptake in all other organs, as 
well as the tumor, was unaffected. A similar reduction in 
renal retention was seen for all other intracellularly 
retained isotopes, as well as for F(ab')2 fragments. D- and 
L-isomers of lysine were equally effective whether given i.p. or 
p.o. D-glucosamine was effective, but its N-acetyl derivative was 
not. Basic polypeptides (e.g., poly-L-lysine) 
were also effective; their potency increased with increasing 
molecular weight. HPLC of the urine taken from treated animals 
showed the excretion of intact Fab', in contrast to mostly 
low-molecular- weight metabolites in the control group. These studies 
indicate that a variety of basic compounds is capable of inhibiting 
the tubular reabsorption of peptides and proteins, thus lowering the 
kidney uptake of antibody fragments significantly. On a 
molecular basis, the effect seems to essentially rely on the 
presence of a positively charged amino group. By reducing 
renal retention of antibody fragments, their role as imaging 
and therapeutic agents may be expanded. 
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AB The renal uptake of radiolabeled antibody fragments and 

peptides is a problem in radioimmunodetection and 
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radioimmxinotherapy, esp. with intracellularly retained radiometals . 
The aim of this study was to develop suitable methods to reduce this 
kidney uptake. BALB/c mice or nude mice bearing the human 
GW-39 colon carcinoma xenograft were given i.p. injections of basic 
amino acids or a range of different basic amino acid derivs., amino 
sugars, as well as cat ionic peptides. The effect of these agents on 
the biodistribution of Fab' and F(ab*)2 fragments of different mAbs 
radiolabeled with 99mTc, 188Re, lllln, 88Y, or 1251 was studied. 
Tumor and organ uptake was detd. and compared to untreated mice. 
The kidney uptake of Fab* fragments was reduced 5 -6- fold 
in a dose -dependent manner as compared to untreated controls. The 
uptake in all other organs, as well as tumor, was unaffected. A 
similar redn. in renal retention was seen for all other 
intracellularly retained isotopes, as well as for F(ab')2 fragments. 
D- And L- isomers of lysine were equally effective whether given i.p. 
or p.o. D-Glucosamine was effective, but its N-acetyl derivs . was 
not. Basic polypeptides (e.g., poly- L- lysine) 

were also effective; their potency increased with increasing mol. 

wt. HPLC of the urine taken from treated animals showed the 

excretion of intact Fab', in contrast to mostly low-mol.-wt. 

metabolites in the control group. These studies indicate that a 

variety of basic compds . is capable of inhibiting the tubular 

resorption of peptides and proteins, thus lowering the 

kidney uptake of antibody fragments significantly. On a 

mol. basis, the effect seems to essentially rely on the presence of 

a pos. charged amino group. By reducing renal retention 

of antibody fragments, their role as imaging and therapeutic agents 

may be expanded. 
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liver activity appreciably. 
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AB In order to investigate the mechanism of the reabsorption of a 

protein in renal tubules of rats, we employed OCT-7000, which is a 
recombinant variant of natiral human interleukin-1 .ALPHA, with a 
molecular mass of approximately 18,000. In this study, OCT-7000 
uptake in renal tubules was examined using 

immunoelectron microscopic technique with immunogold staining. The 
effects of various proteins or synthetic polypeptides on the urinary 
excretion of OCT-7000 were also investigated. Immunoelectron 
microscopic observations showed that OCT-7000 was taken up into the 
endocytic vesicle close to the brush border membrane located in 
segment 2 of the proximal tubules, followed by accumulation of 
secondary lysosmes . Urinary excretion of OCT-7000 after systemic 
administration was extremely low, accounting for 0.014% of 
the dose. Human serum albumin had no effect on the excretion of 
OCT-7000, while increases in the urinary excretion of OCT-7000 were 
found in rats treated with a trypsin inhibitor, myoglobin and 
trypsinogen, in a dose -dependent manner. The order of potency for 
urinary excretion of OCT-7000 was trypsinogen>myoglobin> trypsin 
inhibitor. Poly-L-lysine, a synthetic 

polypeptide dose- dependent ly increased the urinary excretion of 
OCT-7000, whereas poly-L-glutamic acid had no effect on excretion. 
Specifically, the data reveal that reabsorption of OCT-7000 in the 
proximal tubules was inhibited by trypsinogen, myoglobin, trypsin 
inhibitor or poly-L-lysine, resulting in an 

increase of urinary excretion of OCT-7000. Furthermore, it was 
considered that negative charges on the brush border membrane in the 
proximal tubules were involved in the reabsorption of OCT-7000 
because the inhibitory potency of proteins or synthetic polypeptides 
on the reabsorption of OCT-7000 was increased with a high 
isoelectric point. From the above, the mechanisms of reabsorption of 
protein in renal tubule are speculated as follows, (abridged author 
abst . ) 
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AB Poly (PEG-Lys) , a new, water-soluble poly(ether urethane) , derived 
from L-lysine and poly (ethylene glycol) was 

investigated as a precursor for the preparation of polymeric drug 
conjugates. To facilitate a wide variety of coupling chemistries, 
the pendent carboxyl groups of poly (PEG-Lys) were converted to other 
reactive functional groups (amino, hydroxyl, active ester, and 
aldehyde) in high yield. These reactive pendent chains were then 
used as anchors for the covalent attachment of penicillin V and 
cephradine, two clinically used antimicrobial agents. Coupling to 
the carrier was achieved in good yields and the chemical versatility 
of this system was demonstrated by the preparation of conjugates 
having antibiotic ligands linked via biostable or biodegradable 
linkages to the carrier, either directly or via a spacer. Conjugate 
4, poly (PEG-Lys-penicillin V ester), was obtained by linking 
penicillin V to the polymer backbone via hydrolytically labile ester 
bonds. This conjugate exhibited activity similar to that of the 
parent drug against three clinically important strains of bacteria. 
Drug activity coincided with the release of the drug from the 
carrier. Hydrolytically stable cephradine -containing conjugates were 
prepared by three different coupling methods but showed no 
antibiotic activity. 14C-labeled poly (PEG-Lys) was injected into 
mice and its biodistribution was monitored for 48 h. The carrier 
showed no preferential uptake by liver, spleen, or 
kidney. No signs of acute toxicity were evident in mice or 
rats when poly (PEG-Lys) was administered iv and ip at 
doses up to 10 g/kg. These results indicate that poly (PEG-Lys) is a 
promising precursor for the preparation of solvible drug conjugates. 
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The uptake of D-glucose, L-aspartate, L-lysine 
and L-proline was investigated in renal brush border membrane (BBM) 
vesicles prepared from control, infected or passively-immunized- 
infected rats. Except L-aspartate, a progressive decrease in the 
uptake of these nutrients in both infected and immunized-inf ected 
groups during the course of infection was observed, but the changes 
were less apparent in immunized-inf ected rats than in non-immunized 
ones. The uptake of L-aspartate was increased in vesicles from early 
stages of infection but decreased in those from later stages . Also 
in L-aspartate uptake, the changes were smaller in immunized 
animals. The uptake of nutrients was detectable earlier than were 
histopathological alterations of both kidneys. The 
observations demonstrated that uptake of D-glucose and 
amino acids in the kidneys is disturbed prior to appearance of 
histopathological lesions and thus can be used for early detection 
of the disease. The data also demonstrate that antipili antibodies 
afford partial protection against ascending pyelonephritis. 
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Methods, compounds, compositions and kits that relate to 



pretargeted delivery of diagnostic and therapeutic agents are 
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AB Methods for targeting cytotoxins to target sites by administration 

of a combination of conjugates are provided. Novel cytotoxic 
combinations for use in such methods are also provided. 
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AB Biotinidase-resistant biotin-DOTA conjugates, and methods of use 
thereof in diagnostic and therapeutic pretargeting methods are 
provided. These conjugates are useful in diagnosis and treatment 
of cancer. 
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disclosed. In particular, methods for radiometal labeling of 
biotin and for improved radiohalogenation of biotin, as well as 
related compounds, are described. Also, clearing agents, 
anti-ligand-targeting moiety conjugates, target cell retention 
enhancing moieties and additional methods are discussed. 
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biotin and for improved radiohalogenation of biotin, as well as 

Searcher : Shears 308-4994 
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related compounds, are described. Also, clearing agents, 
anti-ligand-targeting moiety conjugates, target cell retention 
enhancing moieties and additional methods are discussed. 
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AB Methods, compounds, compositions and kits that relate to 

pretargeted delivery of diagnostic and therapeutic agents are 
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disclosed. In particular, methods for radiometal labeling of 
biotin, as well as related compoxinds, are described. Articles of 
manufacture useful in pretargeting methods are also discussed. 
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Kidney uptake of antibody fragment conjugates 
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in patients is reduced by administration to the patient 
of one or more compounds selected from the group consisting of 
D-lysine, poly-D-lysine, or 

poly-L-lysine, or pharmaceutical ly acceptable 
salts or carboxyl derivatives thereof. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods, compounds, compositions and kits that relate to 



pretargeted delivery of diagnostic and therapeutic agents are 
disclosed. In particular, methods for radiometal labeling of 
biotin and for improved radiohalogenation of biotin, as well as 
related compounds, are described. Also, clearing agents, 
anti-ligand-targeting moiety conjugates, target cell retention 
enhancing moieties and additional methods are discussed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel clearing agents are provided which comprise biotin analog 
containing clearance-directing moieties. Preferably such 
clearance-directing moieties endogenously contain or a 
rederivatized to expose galactose and/or mannose residues. 
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AB Novel clearing agents comprising hexose derivatized human serum 

albumin and ligand molecule (s) are provided. These clearing agents 
are useful in pretargeting methods to clear previously 
administered anti-ligand containing conjugates. Preferably, the 
hexose is mannose or galactose and the ligand and anti-ligand are 
respectively biotin and avidin or streptavidin. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Biotinidase-resistant biotin-DOTA conjugates, and methods of use 
thereof in diagnostic and therapeutic pretargeting methods are 
provided. These conjugates are useful in diagnosis and treatment 
of cancer. 
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AB Methods, compounds, compositions and kits that relate to 

pretargeted delivery of diagnostic and therapeutic agents are 
disclosed. In particular, three -step pretargeting methods are 
described. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods, compounds, compositions and kits that relate to 
pretargeted delivery of diagnostic and therapeutic agents are 
disclosed. In particular, methods for radiometal labeling of 
biotin, as well as related compounds, are described. Articles of 
manufacture useful in pretargeting methods are also discussed. 
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There is disclosed charge -modified conjugates comprising a 



5 Drawing Page ( s ) 



targeting protein bound to a therapeutic or diagnostic agent. 
Charge -modifying a conjugate to cause an acidic shift in the 
isoelectric point results in prolonged serum half-life upon in 
vivo administration and is useful to accumulate a therapeutic 
agent at the target site. Conversely, charge-modification to cause 
a basic shift in the isoelectric point of the conjugate reduces 
serum half-life upon in vivo use for diagnostic imaging purposes 
and results in higher target-to-background ratios. 
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The invention herein is a method of protecting against renal 
damage in a patient receiving carboplatin, cyclosporine A or 
cisplatin comprising administering to said patient the following 
mixture of amino acids consisting of glycine, L-alanine, L-serine, 
L-threonine, L-valine, L-leucine, L-isoleucine and L-proline. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Methods, compounds, compositions and kits that relate to 



pretargeted delivery of diagnostic and therapeutic agents are 
disclosed. In particular, methods for radiometal labeling of 
biotin and for improved radiohalogenation of biotin, as well as 
related compounds, are described. 
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AB Renin- inhibiting peptides of the formula ##STR1## in which X 

represents a group of the formula ##STR2## represents hydroxyl, 
alkoxy having up to 8 carbon atoms, benzyloxy or a group of the 
formula --NR. sup. 4 R.sup.5, 

A, B, D and E are identical or different and in each case 
represent a direct bond, 

represent a radical of the formula ##STR3## in which Z denotes 
oxygen, sulphur or the methylene group 

represents a grouping of the formula ##STR4## m represents a 
number 0, 1 or 2, and L represents a group of the formula 
--CH.sub.2 --NR2R.sub.3 
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Polychelating agents for image and spectral 
enhancement (and spectral shift) 
Ranney, David F. , Dallas, TX, United States 
Access Pharmaceuticals Inc., Dallas, TX, United 
States (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



NUMBER 



DATE 



US 5155215 19921013 

US 1990-613465 19901107 (7) 

Continuation of Ser. No. US 1985-799757, filed on 
18 Nov 1985, now abandoned 

Searcher : Shears 308-4994 



09/200791 



DOCUMENT TYPE: Utility 

PRIMARY EXAMINER: Maples, John S. 

LEGAL REPRESENTATIVE: Arnold, White & Durkee 

NUMBER OF CLAIMS: 22 

EXEMPLARY CLAIM: 1 

LINE COUNT: 1589 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention includes an image -enhancing agent comprising 
a biodegradable, water-soluble polymer, synthetic or naturally 
derived and having repeating hydrophilic monomeric units with 
amino or hydroxyl groups. This agent also includes chelating 
agents comprising functional groups bound to an amino or bydroxyl 
group of the monomeric units. These chelating agents have a 
formation constant for divalent or trivalent metal cations of at 
least about 10. sup. 8 at physiological temperature and pH. This 
image -enhancing agent is biodegradable to intermediary 
metabolites, excretable chelates, oligomers, monomers or 
combinations thereof of low toxicity. 

These image -enhancing agents may further comprise a paramagnetic 
metal ion for enhancement of the image arising from induced 
magnetic resonance signals. 

Images resulting from scanning of gamma particle emissions may be 
enhanced when the image -enhancing agent of the present invention 
comprise radioisotopic metal ions emitting gamma particles. 

The physical conversion of these image enhancing agents into 
microspheres allows further internal directioning of the 
image -enhancing agents to organs with phogocytic capabilities. 

Dextran is a preferred polymer DTPA and gadoliniium are 
respectively preferred chelating agents and paramagnetic metal 
ions . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 534/016.000 

INCLS: 536/017.100; 536/021.000; 536/051.000; 536/112.000; 

53 6/113 .000; 536/121.000 
NCL NCLM: 534/016.000 

NCLS: 536/017.100; 536/021.000; 536/051.000; 536/112.000; 

536/113.000; 536/121.000 
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Nutrient composition 

Kara, Takahiro, Machida, Japan 

Furukawa, Tadayasu, Chesterfield, MO, United 

States 

Searcher : Shears 308-4994 
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PATENT ASSIGNEE (S) 



Kyowa Hakko Kogyo Co . , Ltd . 
(non-U. S . corporation) 



Tokyo, Japan 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 



US 5134125 
WO 9011024 
US 1990-613687 
WO 1990-JP651 



NUMBER 



19920728 
19901004 
19901019 
19900522 
19901019 
19901019 

DATE 



(7) 

PCT 371 date 
PCT 102(e) date 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 317 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to nutrient compositions for mammals 
comprising L-glutamyl-L-glutamine . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



JP 1989-75778 19890328 
Utility 

Schain, Howard E. 
Koh, Choon P. 

Antonelli, Terry, Stout & Kraus 

5 

1 

1 Drawing Figure (s); 1 Drawing Page{s) 



INCL 



NCL 



INCLM : 
INCLS : 
NCLM: 
NCLS: 



514/019. 000 
426/656. 000 
514/019.000 
426/656.000 
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USPATFULL 

92:2 7516 USPATFULL 
Nutrient composition 

Furukawa, Tadayasu, Chesterfield, MO, United 
States 

Kara, Takahiro, Machida, Japan 

Kyowa Hakko Kogyo Co., Ltd., Tokyo, Japan 

(non-U. S . corporation) 



NUMBER 



DATE 



US 5102871 

US 1990-510876 



19920407 
19900418 



(7) 



NUMBER 



DATE 



Searcher : Shears 308-4994 
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PRIORITY INFORMATION: 



JP 1989-104261 19890424 
JP 1989-334483 19891222 
Utility 
Lee, Lester L. 
Marshall, S. G. 

Antonelli, Terry Stout & Kraus 
4 
1 

4 Drawing Figure (s); 4 Drawing Page{s) 
449 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Nutrient compositions useful as amino acid infusions comprise 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



L-glutamyl-L-cystine and/or L-glutamyl-L-cysteine disulfide. The 
nutrient compositions can achieve extremely high utilization of 
cysteine and cystine which could not be hitherto used as nutrient 
compositions. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 514/011.000 

INCLS: 530/331.000 
NCL NCLM: 514/019.000 

NCLS: 514/018.000; 530/331.000 
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peptide bonds 
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Knorr, Andreas, Erkrath, Germany, Federal 
Republic of 

Stasch, Johannes -Peter, Wuppertal, Germany, 
Federal Republic of 

Bayer Aktiengesellschaf t , Leverkusen, Germany, 
Federal Republic of (non-U. S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 5095006 

US 1990-553493 



DATE 



19920310 
19900713 



(7) 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
PRIMARY EXAMINER: 



NUMBER 



DE 1989-3926021 
DE 1990-4004820 
Utility 
Wax, Robert A. 
Searcher : 



DATE 



19890508 
19900216 



Shears 



308-4994 



09/200791 



ASSISTANT EXAMINER: Walsh, Stephen 

LEGAL REPRESENTATIVE: Sprung Horn Kramer & Woods 

NUMBER OF CLAIMS: 9 

EXEMPLARY CLAIM: 1 

LINE COUNT: 2702 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Renin- inhibiting peptides of the formula ##STR1## in which X 

represents a group of the formula ##STR2## represents hydroxyl, 
alkoxy having up to 8 carbon atoms, benzyloxy or a group of the 
formula --NR. sup. 4 R.sup.5, 

A, B, D and E are identical or different and in each case 



represent a direct bond. 



represent a radical of the formula ##STR3## in which Ql denotes 
oxygen, sulphur or the methylene group 

represent a grouping of the formula ##STR4## m represents a number 
0, 1 or 2, and L represents a group of the formula --CH.sub.2 
NR. sup. 2 R.sup.3 

and physiologically acceptable salts thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 514/019.000 

INCLS: 514/018.000; 530/323.000; 530/331.000; 530/332.000; 

548/344.000; 562/445.000 
NCL NCLM: 514/019.000 

NCLS: 514/018.000; 530/323.000; 530/331.000; 530/332.000; 

548/338.100; 562/445.000 
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tumor therapy 

Hells trom, Karl E., Seattle, WA, United States 
Hellestrom, IngegerdE., Seattle, WA, United 
States 

Lavie, Efraim, Seattle, WA, United States 
Oncogen, Seattle, WA, United States (U.S. 
corporation) 



NUMBER DATE 



PATENT INFORMATION: US 5084560 19920128 

APPLICATION INFO. : US 1990-564387 19900807 (7) 

RELATED APPLN. INFO. : Division of Ser. No. US 1987-47161, filed on 12 

May 1987, now patented, Pat. No. US 4997913 which 
Searcher : Shears 308-4994 



09/200791 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



is a continuation-in-part of Ser. No. US 
1986-880674, filed on 30 Jun 1986, now abandoned 
Utility 

Russel, Jeffrey E. 
Kim, Kay 

Mande 1 , SaraLynn 

10 

1 

15 Drawing Figure (s); 15 Drawing Page(s) 
822 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel pH-sensitive immunoconjugates which dissociate in low-pH 

tumor tissue, comprising a chemotherapeutic agent and an antibody 
reactive with a tumor-associated antigen are described. The 
chemotherapeutic agent is coupled to the antibody by a link which 
is unstable in low pH. The link may comprise a spacer consisting 
of a polyamino acid. Representative antibodies for use in these 
immunoconjugates include monoclonal antibodies which are not 
internalized by tumor cells. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 530/390.000 

INCLS: 530/391.000; 424/085.910 
NCL NCLM: 53 0/391,900 

NCLS: 424/181.100; 530/388.800; 530/388.850 
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RELATED APPLN. INFO.; 

DOCUMENT TYPE: 
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US 4997913 19910305 

US 1987-47161 19870512 (7) 

Continuation-in-part of Ser. No. US 1986-880674, 

filed on 30 Jun 1986, now abandoned 

Utility 

Draper, Garnette D. 
Mandel, SaraLynn 
25 
1 

15 Drawing Figure (s); 15 Drawing Page(s) 
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LINE COUNT: 952 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel pH- sensitive immiinoconjugates which dissociate in low-pH 

tumor tissue, comprising a chemotherapeutic agent and an antibody 
reactive with a tumor-associated antigen are described. The 
chemotherapeutic agent is coupled to the antibody by a link which 
is unstable in low pH. The link may comprise a spacer consisting 
of a polyamino acid. Representative antibodies for use in these 
immunoconjugates include monoclonal antibodies which are not 
internalized by tumor cells. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



INCL 



NCL 



INCLM: 
INCLS : 



NCLM: 
NCLS: 



530/389.000 

530/390.000; 530/391.000; 530/810.000; 530/812.000; 

424/085.910; 424/009.000; 514/002.000; 514/008.000; 

514/021.000; 514/885.000 
424/181.100 

514/002.000; 514/008.000; 514/021.000; 514/885.000; 

530/388.850; 530/391.900; 530/810.000; 530/812.000 
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Renin inhibitors and aminoacid and aminoaldehyde 
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Bender, Wolfgang, Wuppertal, Germany, Federal 
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Stasch, Johannes -Peter, Wuppertal, Germany, 
Federal Republic of 

Bayer Aktiengesellschaf t, Leverkusen, Germany, 
Federal Republic of (non-U. S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 4818748 
US 1987-22710 



DATE 



19890404 
19870306 (7) 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 



DE 1986-3608209 19860312 
DE 1986-3628650 19860823 
Utility 

Phillips, Delbert R. 
Sprung Horn Kramer & Woods 
14 
1 

Searcher : Shears 



308-4994 



09/200791 



LINE COUNT: 2811 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Anti-hypertensive compounds of the formula ##STR1## in which A 
represents hydrogen, C.sub.l -C.sub.8 -alkyl, C.sub.7 -C. sub. 14 
-aralkyl, phenyl sulphonyl , tolyl sulphonyl or C.sub.l -C.sub.8 
-alkylsulfphonyl, or represents an aminoprotective group, 

B represents a direct bond, or represents sarcosyl, or represents 
a group of the formula ##STR2## D represents a direct bond, or 
represents a group of the formula ##STR3## wherein X represents 
methylene, ethylene or sulphur, 

E, G, J, K, L and M independently have the same meanings as B, 

R.sup.l is an optionally substituted phenyl radical, and 

Q is a hydroxy, alkoxy or amino group, or a physiologically 
acceptable salt thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 514/016.000 

INCLS: 514/017.000; 514/018.000; 514/019.000; 530/328.000; 

530/329.000; 530/330.000; 530/331.000 
NCL NCLM: 514/016.000 

NCLS: 514/017.000; 514/018.000; 514/019.000; 530/328.000; 

530/329.000; 530/330.000; 530/331.000; 530/860.000; 

930/020.000; 930/021.000; 930/030.000; 930/250.000 
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NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO . : 
DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 4245051 19810113 

US 1978-891808 19780330 (5) 

Utility 

Shapiro, Lionel M. 

Haight, Rosfeld, Noble & Santa Maria 

4 

1 

804 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

Searcher : 



Shears 



308-4994 



09/200791 



AB A plasminogen proactivator and a corresponding activator has been 
isolated from mammalian and avian, especially human, plasma which 
is characterized within a given species as a single, 
electrophoretically and immunologically homogeneous protein. The 
activator acts as a catalyst to initiate fibrinolytic activity in 
plasma and is therefore useful in controlling clotting which 
occurs, e.g. in venous thrombosis or arterial occulsion, and in 
diagnosing conditions which predispose to thromboembolic 
phenomena. The proactivator has a long useful in vivo half life 
and can be used to provide a reservoir for maintaining the 
fibrolytic potential of blood. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/212.000 

INCLS: 260/112 .OOOB; 424/101.000 
NCL NCLM: 435/212.000 

NCLS: 424/531.000; 530/395.000; 530/830.000; 530/831.000 
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Therapeutic compositions comprising alpha-hydroxy 
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The Johns Hopkins University, Baltimore, MD, 
United States (U.S. corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 4100160 19780711 

US 1976-669588 19760323 (5) 

Continuation-in-part of Ser. No. US 1974-461259, 
filed on 15 Apr 1974, now abandoned And Ser. No. 
US 1974-461260, filed on 15 Apr 1974, now 
abandoned , each which is a continuation-in-part 
of Ser. No. US 1973-355326, filed on 30 Apr 1973, 
now abandoned And Ser. No. US 1973-355327, filed 
on 3 0 Apr 1973, now abandoned , said Ser. No. 
355327 which is a continuation-in-part of Ser. 
No. US 1972-270986, filed on 12 Jul 1972, now 
abandoned 
Utility 

Schenkman, Leonard 
Seidel, Gonda & Goldhammer 
30 
1 

1 Drawing Figure (s); 1 Drawing Page(s) 
1284 

Searcher : Shears 308-4994 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions containing the hydroxy analogs of certain essential 

amino acids are formulated for therapeutic use, particularly in 
the treatment of renal disorders, hepatic failure and conditions 
of protein wasting in human subjects. In preferred embodiments, 
keto analogs of certain essential amino acids are used in 
combination with hydroxy analogs of other essential amino acids. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 424/274.000 

INCLS: 424/317.000; 424/319.000 
NCL NCLM: 514/400.000 

NCLS: 514/419.000; 514/557.000; 514/561.000; 514/564.000; 
514/565.000; 514/570.000; 514/893.000 
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Methods for identifying inhibitors of 
post-Amadori advanced glycation endproduct (AGE) 
formation, inhibiting oxidative modification of 
proteins, and treating lipid peroxidation and 
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Baynes, John; Onorato, Joelle; Thorpe, Suzanne; 

Khalifah, Raja; Hudson, Billy 

Kansas University Medical Center, USA; 

University of South Carolina 

PCT Int. Appl., 156 pp. 

CODEN: PIXXD2 

Patent 

English 

1 
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PRIORITY APPLN 
AB 



INFO. 



US 1998-PV103795 19981009 



IT 
IT 



Compns. and methods are provided for modeling post-Amadori AGE 
formation and the identification and characterization of effective 
inhibitors of post-Amadori AGE formation, and such identified 
inhibitor compns. Also provided are methods to treat or prevent 
oxidative modification of proteins, including LDL, to treat or 
prevent lipid peroxidn., and to treat or prevent atherosclerosis, 
comprising administering an amt. effective of one of the compds . of 
the invention to treat or prevent the disorder. Inhibitors of the 
invention include benzene and pyridine derivs, e.g. pyridoxamine . 
INDEXING IN PROGRESS 
9001-99-4 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(A; methods for identifying inhibitors of post-Amadori AGE 
formation, inhibiting oxidative modification of proteins, and 
treating lipid peroxidn. and atherosclerosis) 
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DOCUMENT NUMBER: 127:245075 

TITLE: Standardizing the immunological measurement of 

advanced glycation end products using normal 
human serum 

Mitsuhashi, Tomoko; Vlassara, Helen; Founds, H. 
W. ; Li, Yong Ming 

The Picower Institute for Medical Research, 350 
Community Drive, Manhasset, NY, 1103 0, USA 
J. Immunol. Methods (1997), 207(1), 79-88 
CODEN: JIMMBG; ISSN: 0022-1759 
Elsevier 
Journal 
English 

Advanced glycation end products (AGEs) have been linked to many 
sequelae of diabetes, renal disease, and aging. To detect 
AGE levels in human tissues and blood samples, a competitive ELISA 
has been widely used. As no consensus or std. research method for 

Searcher : Shears 308-4994 



AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



09/200791 



the quantitation of AGEs currently exists, nor is a universally- 
defined AGE unit available, the comparative quantitation of AGEs 
between research labs, is problematic and restricts the usefulness 
of interlab. clin. data. By comparing the cross-reactivities of 5 
different anti-AGE antisera with 5 different in vitro AGE-modified 
proteins, we found that the Immunol, recognition of AGEs by 
competitive ELISA is both AGE-carrier protein- and anti-AGE 
antibody-dependent. This suggests that in vitro AGE-modified 
proteins might not be appropriate stds. for AGEs that occur 
naturally in vivo. Based on our observation that serum AGE levels 
in the normal human population are consistently within a narrow 
range and several -fold lower than in diabetics, we propose a method 
to standardize AGE units against normal human serum (NHS) . In this 
new method, one AGE unit is defined as the inhibition that results 
from 1:5 dild. NHS in the competitive AGE-ELISA; thus the AGE value 
in NHS is 5 units/mL. This NHS method recjuires a competitive 
AGE-ELISA with reasonable sensitivity such that 1:5 NHS produces a 
25-40% inhibition of anti-AGE antibody binding to immobilized 
AGE-proteins . By using this standardized method we found that the 
AGE levels in normal human serum (5.0 .+-. 2.2 units/mL) fit a 
normal distribution ( . chi . 2-test) , and the serum AGE levels in 
diabetic patients (20.3 .+-. 3.8 units/mL) are significantly higher 
than that of the normal population. Since AGE units can now be 
defined against a universally available std., NHS, the results of 
quant. AGE measurements using this method should be comparable 
between assays and between different labs. Taken together, 
standardizing the AGE-ELISA protocol as described here provides a 
simple and quant, method that should facilitate the expanded 
application of clin. AGE data. 
IT 9001-99-4D, RNase, AGE-modified 

25104-18-lD, Poly-L-lysine, AGE-modified 
38000-06-5D, Poly-L-lysine, AGE-modified 

RL: BPR (Biological process); BIOL (Biological study); PROC 
(Process) 

(ELISA stds. for advanced glycation end products using normal 
human serum) 
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AB The circulating advanced glycosylation end products Hb-AGE, serum 
AGE-peptides, and urinary AGE-peptides are disclosed as long-term 
' markers of diseases and dysfunctions having as a characteristic the 
presence of a measurable difference in AGE concn. Diagnostic and 
therapeutic protocols taking advantage of the characteristics of 
these AGES are disclosed. Antibodies which recognize and bind to in 
vivo-derived AGEs are also disclosed. Methods of using these 
antibodies as well as pharmaceutical compns. are also disclosed, 
along with numerous diagnostic applications, including methods for 
the measurement of the presence and amt. of AGEs in both plants and 
animals, including humans, as well as in cultivated and synthesized 
protein material for therapeutic use. 

IT 9001-99-4D, RNase, AGE-contg. 

RL: ARU (Analytical role, unclassified) ; ANST (Analytical study) 
(advanced glycosylation end products immunoassay in vivo in 
disease diagnosis) 
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AB Circulating Hb-AGE, serum AGE-peptides , and urinary AGE-peptides are 
disclosed as long-term markers of diseases and dysfunctions having 
as a characteristic the presence of a measurable difference in AGE 
concn. Diagnostic and therapeutic protocols taking advantage of the 
characteristics of these AGEs are disclosed. Antibodies which 
recognize and bind to in vivo-derived AGEs are also disclosed, as 
are methods using the antibodies, pharmaceutical compns., diagnostic 
applications, etc. Prepn. of polyclonal anti-AGE antibodies, AGE 
formation kinetics, diabetes evaluation, etc. are described. 
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(advanced glycosylation endproducts immunochem. detection in 
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AB Treatment of membranes from the sheep kidney or rat brain 

with polyamines (spermidine, histone, or polylysine) at 0. degree, 
disrupted the membrane structure. The recovery of membrane proteins 
and phospholipids was decreased in the ppt. and increased in the 
supernatant of the treated membranes after centrifugation. The 
polyamines converted the membranes to buoyant particles. As various 
naturally occurring low-mol.-wt. polyamines and synthetic or natural 
polypeptides generally destabilized the membrane, it appeared that 
no specific polyamine conformation was required; the pos . charged 
amino groups alone seemed to be sufficient. High concns . of 
monovalent salts such as ammonium sulfate or lithium chloride 
stabilized the membranes against the polyamines. In the presence of 
a low concn. of SDS (at which SDS itself had no effect on membrane 
stability) , even monoamines such as arginine disrupted the membrane 
at high concns . 

IT 9001-99-4, Ribonuclease 25104-18-1, 
Poly-L-lysine 38000-06-5, Poly- 
L- lysine 

RL: BIOL (Biological study) 

(cell membrane degrdn. by, salts interaction with) 
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Inflammation (N. Y.) (1981), 5(4), 289-312 
CODEN: INFLD4; ISSN: 0360-3997 
Journal 
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A variety of cationic polyelectrolytes opsonized group A 
streptococci and C. albicans to phagocytosis by human 
polymorphonuclear leukocytes and by mouse peritoneal macrophages. 
The most potent opsonins for streptococci were specific antibodies 
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supplemented with complement, nuclear histone, polylysine, 
polyarginine, RNase, leukocyte lysates, leukocyte cat ionic 
protein and, to a lesser extent, lysozyme and myeloperoxidase. 
Histone, RNase, leukocyte exts., and platelet exts. also 
functioned as opsonins for phagocytosis of streptococci in the 
peritoneal cavity, where phagocytic indexes, higher than those 
obtained for the in vitro phagocytosis, were obtained. Fresh serum, 
polylysine, polyarginine, and nuclear histone acted as good opsonins 
for Candida, but none of the other factors tested were active. In 
order for the cationic proteins and leukocyte exts. to function as 
opsonins, they must be present on the particle surface. These 
agents were poor opsonins when applied on the macrophages. Nuclear 
histone, polylysine, polyarginine, and fresh human serum also 
functioned as good opsonins for the uptake of Candida by mouse 
fibroblasts. On the other hand, none of the other substances which 
opsonized streptococci were effective with Candida. The phagocytic 
capabilities of fibroblast polykaryons were much higher than those 
of ordinary spindle-shaped mouse fibroblasts. Histone also 
functioned as a good opsonic agent for the uptake of Candida by 
human fibroblasts, HeLa cells, epithelial cells, monkey 
kidney cells, and rat heart cells. On the other hand, 
neither leukocyte exts. nor RNase LCP or MPO functioned as 
opsonins for these mammalian cells. Candida, Taken up by 
fibroblasts, were present within tight phagosomes, but no fusion of 
lysosomes with the phagosome occurred. A small proportion of the 
internalized yeast cells underwent partial plasmolysis, but little 
damage to the rigid cell walls was obsd. within 24-4 8 h of 
internalization. Phagocytosis of streptococci and Candida by 
macrophages and the uptake of Candida by fibroblasts were both 
strongly inhibited by liquoid (polyanethole sulfonic acid sodium 
salt) . This anionic polyelectrolyte also markedly inhibited the 
release of N-acetylglucosaminidase from macrophages without 
affecting cell viability. Hyaluronic acid, DNA, and dextran sulfate 
markedly inhibited the uptake of histone-coated particles by 
macrophages. On the other hand, hyaluronic acid and DNA enhanced 
the uptake of Candida by fibroblasts. The effect of these anionic 
polyelectrolytes on phagocytosis of serum -opsonized particles by 
macrophages was not consistent. While in some expts. it blocked 
phagocytosis, in others it either had no effect or even enhanced the 
uptake of the particles. Phagocytosis of microorganisms by 
nonprofessional phagocytes like fibroblasts and the paucity in these 
cells of hydrolases capable of breaking down microbial cell wall 
components may contribute to the persistence of nonbiodegradable 
components of bacteria in tissues and to the perpetuation of chronic 
inflammatory sequellae. Cationic polyelectrolytes may also prove 
important as helper opsonins and as agents capable of enhancing the 
penetration into cells of both viable and nonviable particles, 
genetic material, and drugs. 
9001-99-4 25104-18-1 38000-06-5 
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When rats were given egg white lysozyme [9001-63-2] (7 nmol, i.v.), 
31.7% of the injected dose was accumulated in the kidneys. 
Basic substances, such as cytochrome c [9007-43-6], RNase 
[9001-99-4] , spermine tetrahydrochloride [306-67-2] , 
L-arginine [74-79-3], and L-lysine [56-87-1], 

inhibited lysozyme accumulation, whereas the neutral myoglobulin had 
no effect. Proximal tubular lysozyme reabsorption was inhibited by 
cytochrome c in a dose -dependent fashion. 
IT 9001-99-4 

RL: PRP (Properties) 

(lysozyme accumulation by kidney inhibition by) 
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A significantly greater interferon prodn. has been obtained in 
primary rabbit kidney cell cultures exposed to poly(rl) 
followed by poly(rC) than in cell cultures exposed to poly(rC) 
followed by poly(rl) . The interferon response in cell cultures 
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exposed to poly(rl) followed by poly(rC) was markedly more resistant 
to poly-Ii-lysine and pancreatic RNase 

treatment than was the interferon response in cell cultures exposed 
to poly(rC) followed by poly(rl). Poly-L-lysine 

treatment removed a substantially greater proportion of cell-assocd, 
radioactivity from cells exposed to [3H]poly(rC) followed by 
poly(rl) than from cells exposed to poly(rl) followed by 
[3H] -poly (rC) . These findings suggest that the poly (rl) .poly (rC) 
complex is more tightly and efficiently bound to the cell (surface) 
when the homopolymers are added in the order poly(rl), poly{rC) than 
when they are added in the order poly(rC), poly(rl) and that it is 
more effectively attached to the cell receptor site by its poly(rl) 
strand rather than by its poly(rC) strand. 
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LANGUAGE: English 

AB A variety of cationic polyelectrolytes opsonized group A 

streptococci and Candida albicans to phagocytosis by human 
polymorphonuclear leukocytes and by mouse peritoneal macrophages. 
The most potent opsonins for streptococci were specific antibodies 
supplemented with complement, nuclear histone, polylysine, 
polyarginine, ribonuclease, leukocyte lysates, leukocyte 
cationic protein and, to a lesser extent, lysozyme and 
myeloperoxidase. Histone, RNAse, leukocyte extracts, and 
platelet extracts also functioned as opsonins for phagocytosis of 
streptococci in the peritoneal cavity, where phagocytic indices, 
higher than those obtained for the in vitro phagocytosis, were 
obtained. Fresh serum, polylysine, polyarginine, and nuclear histone 
acted as good opsonins for Candida, but none of the other factors 
tested were active. In order for the cationic proteins and leukocyte 
extracts to function as opsonins, they must be present on the 
particle surface. These agents were poor opsonins when applied on 
the macrophages. Nuclear histone, polylysine, polyarginine, and 
fresh human serum also functioned as good opsonins for the uptake of 
Candida by mouse fibroblasts. On the other hand, none of the other 
substances which opsonized streptococci were effective with Candida. 
The phagocytic capabilities of fibroblast polykaryons were much 
higher than those of ordinary spindle-shaped mouse fibroblasts. 
Histone also functioned as good opsonic agent for the uptake of 
Candida by human fibroblasts, HeLa cells, epithelial cells, monkey 
kidney cells, and rat heart cells. On the other hand, 
neither leukocyte extracts nor ribonuclease LCP or MPO 
functioned as opsonins for these mammalian cells. Candida, taken up 
by fibroblasts, were present within tight phagosomes, but no fusion 
of lysosomes with the phagosome occurred. A small proportion of the 
internalized yeast cells underwent partial plasmolysis, but little 
damage to the rigid cell walls was observed within 24-48 h of 
internalization. Phagocytosis of streptococci and Candida by 
macrophages and the uptake of Candida by fibroblasts were both 
strongly inhibited by liquoid (polyanethole sulfonic acid sodium 
salt) . This anionic polyelectrolyte also markedly inhibited the 
release of N-acetylglucosaminidase from macropages without affecting 
cell viability (LDH release) . Hyaluronic acid, DNA, and dextran 
sulfate markedly inhibited the uptake of histone-coated particles by 
macrophages. On the other hand, hyaluronic acid and DNA enhanced the 
uptake of Candida by fibroblasts. The effect of these anionic 
polyelectrolytes on phagocytosis of serum-opsonized particles by 
macrophages was not consistent. While in some experiments it blocked 
phagocytosis, in others it either had no effect or even enhanced the 
uptake of the particles. Phagocytosis of microorganisms by 
» nonprofessional • phagocytes like fibroblasts and the paucity in 
these cells of hydrolases capable of breaking down microbial cell 
wall components may contribute to the persistence of 
nonbiodegradable components of bacteria in tissues and to the 
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perpetuation of chronic inflammatory sequellae. Cationic 
polyelectrolytes may also prove important as 'helper' opsonins and 
as agents capable of enhancing the pentration into cells of both 
viable and nonviable particles, genetic material, and drugs. 
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AB Together the two rat kidneys accumulated a total of 31.7 
+/- 1.6% of the intravenously injected amount of 7 nmoles 
egg-white-lysozyme (measured as iodine 125 lysozyme) within 10 min. 
The low molecular weight protein lysozyme and other basic substances 
were injected simultaneously in order to evaluate whether these 
basic substances can inhibit the renal lysozyme 

accumulation. The inhibitory effect of various basic compounds was 
dose -dependent with a maximal reduction of lysozyme accumulation to 
11.7 +/- 0.08%. The basic substances could be divided into three 
groups depending upon the micromolar amount injected at which a 50% 
inhibition was achieved (0.3-1.2 micromoles: cytochrome C, 
ribonuclease; 10.9 micromoles; spermine; 501-688 micromoles: 
L-arginine, L-lysine) . The neutral myoglobin had 
no effect on renal lysozyme accumulation. The inhibitory 
potency appeared to increase with increasing molecular weight and pi 
value of the substance tested. Microperfusion experiments of 
proximal convoluted tubules of rat kidney revealed that 
luminal reabsorption of the basic lysozyme can be inhibited by the 
basic protein cytochrome C in a dose -dependent fashion. In these 
experiments the perfusion solution contained 57 micromol .1-1 
lysozyme, an intratubular lysozyme concentration at which the 
tubular lysozyme reabsorption was found to be about 80% saturated. A 
50% inhibition of the tubular endocytic lysozyme reabsorption was 
achieved a cytochrome C concentration of 102 micromol . 1-1 . 
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DEGRADES B CHAIN OF INSULIN GLUCAGON AND ACTH 
PURIFICATION BY AFFINITY CHROMATOGRAPHY AND SOME 
PROPERTIES . 

AUTHOR (S) : VARANDANI P T; SHROYER L A 

SOURCE: ARCH BIOCHEM BIOPHYS, (1977) 181 (1), 82-93. 

CODEN; ABBIA4. ISSN: 0003-9861. 
FILE SEGMENT: BA; OLD 

LANGUAGE: Unavailable 

AB A metallo-endopeptidase that catalyzes at near neutral pH the 
hydrolysis of certain polypeptides was purified from rat 
kidney microsomes by a simplified procedure using affinity 
chromatography on Sepharose 4B coupled with insulin B chain. The 
purified enzyme showed a single component by chromatography on 
diethylaminoethyl cellulose and by gel filtration on a Sephadex 
G-200 column. The native enzyme has a MW of approximately 213,000. 
Studies on its substrate specificity showed that the purified enzyme 
rapidly degrades insulin B chain, glucagon, ACTH, and, at a 
significantly lower rate, insulin A chain. The enzyme has a very 
weak or noaetivity toward RNAse and vasopressin. The 
enzyme does not degrade denatured Hb, bovine serum albumin, insulin 
(nano- or micromolar) , oxytocin, furylacryloylglycyl- leucine amide 
(FAGLA), synthetic substrates of cathepsin C ( .beta. -napthalamides 
of glycine-L-arginine and L-histidine-L-serine) , or synthetic 
substrates of aminopeptidases (L-arginine- or L-glutamic 
acid-.beta.-naphthylamide) . The enzyme degrades reduced or oxidized 
B chain at about the same rate, but S-sulfonated B chain is degraded 
at a markedly lower rate. The effect of several potential activators 
and inhibitors on the enzyme activity was investigated. Activity of 
the enzyme is markedly inhibited by chelating agents (EDTA and 

0- phenanthroline) and, modestly, by high concentrations of citrate 
and histidine. Activity of the enzyme is also markedly inhibited by 
simple thiol compounds (dithiothreitol , glutathione and 
mercaptoethanol), but not by sulfhydryl reagents (N-ethylmaleimide 
or lodoacetate) . The inactive apoenzyme, prepared by treatment of 
the enzyme with EDTA followed by dialysis, was reactivated by Zn2+ > 
Ca2+, minimally by Cu2+, but not by Hg2+. Some anions (phosphate, 
borate and bicarbonate) were strongly inhibitory, but CI had no 
effect. The following agents had no effect: soybean and lima bean 
trypsin inhibitors, N.rho. -tosyl-L-phenylalanine chloromethyl ketone 
(TPCK) , N. alpha., . rho . -tosyl-L- lysine 

chloromethyl ketone (TLCK) , aprotinin (Trasylol) , 
phenylmethylsulfonyl fluoride (a serine protease inhibitor) , 

1- methyl histidine, 3-methyl histidine, histamine, imidazole and 
heparin. 
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interferon induction process by poly (rl) -poly (rC) . 
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Virology, (1973) 54/1 (278-282). 
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Journal 
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A significantly greater interferon production has been obtained in 
primary rabbit kidney cell cultures exposed to poly{rI) 
followed by poly(rC) than in cell cultures exposed to poly(rC) 
followed by poly(rl) , The interferon response in cell cultures 
exposed to poly(rl) followed by poly(rC) was markedly more resistant 
to poly 1 lysine and pancreatic 

ribonuclease treatment than was the interferon response in 

cell cultures exposed to poly{rC) followed by poly(rl) . In addition, 

poly 1 lysine treatment removed a substantially 

greater proportion of cell associated radioactivity from cells 

exposed to [3H]poly(rC) followed by poly{rI) than from cells exposed 

to poly(rl) followed by [3H] poly (rC) . These findings suggest that 

the poly(rl) poly(rC) complex is more tightly and efficiently bound 

to the cell (surface) when the homopolymers are added in the order 

poly(rl), poly(rC), than when they are added in the order poly(rC), 

poly{rI), and that it is more effectively attached to the cell 

receptor site by its poly(rl) strand than by its poly(rC) strand. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel protein associated with multidrug resistance in living 

cells and capable of conferring multidrug resistance on a cell is 
disclosed. Nucleic acids encoding the novel multidrug resistance 
protein are also disclosed. Transformant cell lines which express 
the nucleic acid encoding the novel protein are also disclosed. 
Antibodies which bind the novel multidrug resistance protein are 
also disclosed. Diagnostic and treatment methods using the novel 
proteins, nucleic acids, antibodies and cell lines of the 
invention are also encompassed by the invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention pertains to a method for delivering a 

neuropharmaceutical or diagnostic agent across the blood brain 
barrier to the brain of a host. The method comprises administering 
to the host a therapeutically effective amount of an 
antibody-neuropharmaceutical or diagnostic agent conjugate wherein 
the antibody is reactive with a transferrin receptor and the 
antibody is a chimera between the variable region from one animal 
source and the constant region from a different animal source. 
Other aspects of this invention include a delivery system 
comprising an antibody reactive with a transferrin receptor linked 
to a neuropharmaceutical or diagnostic agent and methods for 
treating hosts afflicted with a disease associated with a 
neurological disorder. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to a novel BAIT protein which is a 

member of serpin superfamily which is expressed primarily in brain 
tissue. In particular, isolated nucleic acid molecules are 
provided encoding the human BAIT protein. BAIT polypeptides are 
also provided as are vectors, host cells and recombinant methods 
for producing the same. The invention further relates to screening 
methods for identifying agonists and antagonists of BAIT activity. 
Also provided are diagnostic methods for detecting nervous 
system-related disorders and therapeutic methods for treating 
nervous system-related disorders. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention relates to the discovery of novel genes 
encoding Lipid Metabolic Pathway (LMP) polypeptides. Therapeutics, 
diagnostics and screening assays based on these molecules are also 
disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel protein associated with multidrug resistance in living 

cells and capable of conferring multidrug resistance on a cell is 
disclosed. Nucleic acids encoding the novel multidrug resistance 
protein are also disclosed. Transformant cell lines which express 
the nucleic acid encoding the novel protein are also disclosed. 
Antibodies which bind the novel multidrug resistance protein are 
also disclosed. Diagnostic and treatment methods using the novel 
proteins, nucleic acids, antibodies and cell lines of the 
invention are also encompassed by the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Nucleic acids encoding TRIO proteins, the TRIO proteins 

themselves, and active portions thereof as described. In addition, 
antibodies immunoreactive with TRIO proteins, and preparations of 
such compositions are provided. Diagnostic and therapeutic assays 
and reagents for detecting and treating disorders involving, for 
example, aberrant expression (or loss thereof) of the TRIO protein 
are described. Assays are provided for identifying agents that 
modulate the biological function of TRIO proteins. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides for processes for identifying chemical 

compounds which specifically bind to a human 5-HT.sub.4B having 
the amino acid sequence of SEQ ID NO: 2. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Treatment of tumor necrosis factor, TNF, mediated pathologies is 
provided by administering anti-TNF compounds, such as anti-TNF 
antibodies and anti-TNF peptides, which compounds are specific for 
tumor necrosis factor- .alpha. (TNF. alpha.) or tumor necrosis 
factor- .beta . (TNF. beta.) and which are useful for in vivo therapy 
or diagnosis of TNF . alpha . -mediated pathologies and conditions, 
wherein the anti-TNF compound is selected from the group 
consisting of at least one of an immunoglobulin variable region, a 
fragment of a TNF receptor and an anti-TNF peptide, such as a 
structural analog of a anti-TNF antibody fragment or a TNF 
receptor fragment . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel protein associated with multidrug resistance in living 

cells and capable of conferring multidrug resistance on a cell is 
disclosed. Nucleic acids encoding the novel multidrug resistance 
protein are also disclosed. Transformant cell lines which express 
the nucleic acid encoding the novel protein are also disclosed. 
Antibodies which bind the novel multidrug resistance protein are 
also disclosed. Diagnostic and treatment methods using the novel 
proteins, nucleic acids, antibodies and cell lines of the 
invention are also encompassed by the invention. 
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Activation of plasminogen to plasma is inhibited by preventing the 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



53 Drawing Page(s) 



binding of a receptor binding form of urokinase -type plasminogen 
activator to a urokinase -type plasminogen activator receptor in a 
mammal, thereby preventing the urokinase -type plasminogen 
activator from converting plasminogen into plasmin. DNA fragments 
which encode for soluble, active fragments of the urokinase -type 
plasminogen activator are provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are methods for regenerating dental and oral tissues 
from viable cells using ex vivo culture on a structural matrix. 
The regenerated oral tissues and tissue-matrix preparations thus 
provided have both clinical applications in dentistry and oral 
medicine and are also useful in in vitro toxicity and 
biocompatibility testing. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/325.000 

INCLS: 424/049.000; 424/422.000; 424/435.000; 435/069.500; 
435/374.000; 435/378.000 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB A novel protein associated with multidrug resistance in living 

cells and capable of conferring multidrug resistance on a cell is 
disclosed. Nucleic acids encoding the novel multidrug resistance 
protein are also disclosed. Transformant cell lines which express 
the nucleic acid encoding the novel protein are also disclosed. 
Antibodies which bind the novel multidrug resistance protein are 
also disclosed. Diagnostic and treatment methods using the novel 
proteins, nucleic acids, antibodies and cell lines of the 
invention are also encompassed by the invention. 
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INCL INCLM: 435/007.230 
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A novel receptor-type protein tyrosine phosphatase- . kappa . 
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(RPTP. kappa. ) protein or glycoprotein and the DNA coding therefor 
is expressed in a wide variety of manunalian tissues. The 
RPTP. kappa, protein or glycoprotein may be produced by recombinant 
means. Antibodies to the protein, methods for measuring the 
quantity of the protein, methods for screening compounds, such as 
drugs, which can bind to the protein and inhibit or stimulate 
their enzymatic activity, are provided. Further, methods for 
inhibiting hemophilic binding of Type II RPTP, especially 
RPTP. kappa, molecules are provided. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



INCL 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel receptor-type protein tyrosine phosphatase- . kappa . 

(RPTP. kappa. ) protein or glycoprotein and the DNA coding therefor 
is expressed in a wide variety of mammalian tissues. The 
RPTP. kappa, protein or glycoprotein may be produced by recombinant 
means. Antibodies to the protein, methods for measuring the 
quantity of the protein, methods for screening compounds, such as 
drugs, which can bind to the protein and inhibit or stimulate 
their enzymatic activity, are provided. Further, methods for 
inhibiting hemophilic binding of Type II RPTP, especially 
RPTP. kappa, molecules are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Hybrid immunoglobulin -enzyme molecules are provided which are 

composed of antibodies, or derivatives or fragments thereof, which 
specifically bind an arterial or venous thrombus that are operably 
linked to the enzymatically active portions of thrombolytic 
enzymes such as plasminogen activators. In a preferred embodiment 
the hybrid molecules specifically bind to fibrin and have 
fibrinolytic activity. The hybrid molecules of the present 
invention may be produced by any means, including chemical 
conjugation, or by means of recombinant DNA, genetic engineering 
and/or hybridoma technology. Methods for making and using the 
molecules in diagnosis and therapy are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A novel protein associated with multidrug resistance in living 

cells and capable of conferring multidrug resistance on a cell is 
disclosed. Nucleic acids encoding the novel multidrug resistance 
protein are also disclosed. Transformant cell lines which express 
the nucleic acid encoding the novel protein are also disclosed. 
Antibodies which bind the novel multidrug resistance protein are 
also disclosed. Diagnostic and treatment methods using the novel 
proteins, nucleic acids, antibodies and cell lines of the 
invention are also encompassed by the invention. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 435/069.100 

INCLS: 435/243.000; 435/320.100; 435/366.000; 435/372.000; 

536/023.500; 536/024.310 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Anti-TNF antibodies, fragments and regions thereof which are 

specific for human tumor necrosis factor- . alpha. (TNF. alpha.) and 
are useful in vivo for diagnosis and therapy of a number of 
TNF. alpha. -mediated pathologies and conditions, including 
rheumatoid arthritis as well as polynucleotides coding for murine 
and chimeric antibodies, methods of producing the antibody, 
methods of use of the ant i -TNF antibody, or fragment, region or 
derivative thereof, in immunoassays and immunotherapeutic 
approaches are provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
INCL INCLM: 424/133.100 

INCLS: 424/141.100; 424/145.100; 424/192.100; 514/825.000; 
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530/351.000; 530/387.300; 530/388.100; 530/388.230 



Searcher : Shears 308-4994 



09/200791 



L36 ANSWER 18 OF 20 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



USPATFULL 

97:70718 USPATFULL 

Methods of treating TNF- . alpha. -mediated Crohn's 
disease using chimeric anti-TNF antibodies 
Le, Junming, Jackson Heights, NY, United States 
Vilcek, Jan, New York, NY, United States 
Dadonna, Peter, Palo Alto, CA, United States 
Ghrayeb, John, Thorndale, PA, United States 
Knight, David, Berwyn, PA, United States 
Siegel, Scott A., Westborough, MA, United States 
New York University Medical Center, New York, NY, 
United States (U.S. corporation) 
Centocor, Inc., Malvern, PA, United States (U.S. 
corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO 



US 5656272 19970812 
US 1994-192102 19940204 (8) 

Continuation-in-part of Ser. No. US 1993-10406, 
filed on 26 Jan 1993, now abandoned And Ser. No. 
US 1993-13413, filed on 2 Feb 1993, now abandoned 
which is a continuation-in-part of Ser. No. US 
1992-943 852, filed on 11 Sep 1992, now abandoned 
which is a continuation-in-part of Ser. No. US 
1992-853606, filed on 18 Mar 1992, now abandoned 
which is a continuation-in-part of Ser. No. US 
1991-670827, filed on 18 Mar 1991, now abandoned 
Utility 
Feisee, Lila 
Lucas , John 

Hamilton, Brook, Smith & Reynolds, P.C. 
7 
1 

4 8 Drawing Figure (s); 36 Drawing Page(s) 
5251 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Anti-TNF antibodies, fragments and regions thereof which are 

and 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



specific for human tumor necrosis factor- . alpha. (TNF. alpha.) 
are useful in vivo for diagnosis and therapy of a number of 
TNF . alpha . -mediated pathologies and conditions, including Crohn »s 
disease, as well as polynucleotides coding for murine and chimeric 
antibodies, methods of producing the antibody, methods of use of 
the anti-TNF antibody, or fragment, region or derivative thereof, 
in immunoassays and immunotherapeutic approaches are provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Hybrid immunoglobulin -enzyme molecules are provided which are 

composed of antibodies, or derivatives or fragments thereof, which 
specifically bind an arterial or venous thrombus that are operably 
linked to the enzymatically active portions of thrombolytic 
enzymes such as plasminogen activators. In a preferred embodiment 
the hybrid molecules specifically bind to fibrin and have 
fibrinolytic activity. The hybrid molecules of the present 
invention may be produced by any means, including chemical 
conjugation, or by means of recombinant DNA, genetic engineering 
and/or hybridoma technology. Methods for making and using the 
molecules in diagnosis and therapy are also disclosed. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a method for delivering ionizing 

radiation to specific tissues, resulting in the activation of a 
DNA molecule comprising a radiation responsive enhancer-promoter 
operatively linked to an encoding region that encodes at least one 
polypeptide. The radiation source may be will generally be in the 
form of a radionuclide, capable of gamma or beta emissions. 
Processes for regulating polypeptide expression and inhibiting 
tumor growth using such DNA molecules are also provided. 
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